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vm/mnttonm} 

[If ^ 2 ] #M»ife^|»3ltt^!^T**»*«l 1 tem^^Jo 
[0 0 0 1] 
[0 0 0 2] 

[^o&#f] 

M<^l*IODNAf± Z ? V He V - A tLfctru-??- >flH6 L "C v> 
&o ^^l^tV-A(i37t^f> (fcXh>H2A, H2B, H3, m^ih^th2fr=f- 

Z> CI t -C 3? * V * V ^ A l± Jft3fefc3r *) ft * *t fcfly&T?^ ttv^ (Wo 1 f f e, A. P 
. et al Cell 84, 817-819, 1996) 0 Srt-Cit^Ote^RjES^iSfc^Utt 

Stroma fcv>o^c £ ? fc N t^h V07*^MtfclE¥^ft0lW»te#J&lllr 
<fc t9ft]<btlTV*/i (Hebbes.T.R. et al EMB0 J. 7, 1395-1402, 1988> Grunstei 
n,M. et al Nature 389, 349-352, 1997) 0 ^^I/ty-AtfOWf^OV^ 
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44fcfx.?>ilTV»4 (Hong,L.et al J.Biol.Chem. 268, 305-314, 1993) 0 
[0 0 0 3] 

7 i 7 - -t? (Hi stone Acetyl t ransf erase) ; HAT) fcl^b^MT-tf - MtW^ ( 
H X h > TT -fe ^- v - 4f (Hi stone Deacety lase) ; HDAC) t^^Ciot 
$IJ® £ fix v»S i t ^ ttTiS *9 > v> < o^^HAT^^lC HDAC7^|WI5e£ 

^O^Mtn^^tt^MStt^^-^ttTV^ (0gryzko,V.V. et al Cell 87 
, 953-959, 1996. Brown, C.E. et al Trends Biochem.Sci. 25(1), 15-19, 2000 
> Grozinger.C.M. et al Proc. Natl. Acad. Sci. USA 96, 4868-4873, 1999) o 
[0 0 0 4] 

•f&ZtfimiftX *)&htiX^tz (Counsens.L.S.et al J.Biol.Chem. 254, 171 
6-1723, 1979) o Ztz, W^M^MWMO <£>Tr ichostat in A (TSA) J*,«JMO# 
it. friYM^*7fr1rZ ttfZabtiX^fztf (Yoshida,M. et al Cancer Res 47, 
3688-3691, 1987. Yoshida,M. et al Exp. Cell Res 177, 122-131, 1988) , M 

MmzntT^MkKx v>*mmmt, ^mmLtzmkc^m^tz^m^hTs 

ktmt}%WkCm^MX&&Zt-t)mt>frt%:'ofz (Yoshida,M. et al J.Biol. C 
hem. 265, 17174-17179, 1990) o 
[0 0 0 5] 

'f&OHDACI&W^JKo^T kmfttm&X^&o ^MtHfE^-e^^Trapoxin 

imm^m^m u v-sis^mmmmormziEnftirzimtmbtix^ 

tztf (Itazaki,H. et al J. antibiotics 43(12), 1524-1534,1990) . tfelCHDAC 
$mMX$>2>ZttfWbfrt%:^fz (Kijima.M. et al J.Biol.Chem. 268, 2242 
9-22435, 1993) 0 Z<DUmW* : &\±7fWMmx%>2> £ bfrb, £OTrapoxin££- 
^-fu-^t LtiW:^t^H YWkQ,<D?u--yff%>m. J £^fcX^Z> (Ta 
untonj. et al Science 272 408-411, 1996) o Depudecin (Kwon.H.J. 

et al Proc. Natl. Acad. Sci. USA 95, 3356-3361, 1998) > Phenylbutyrate (War 
rell,R.P.Jr. et al J . Nat 1 . Cancer Inst. 90(21), 1621-1625, 1998) > Pivalo 
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yloxymethyl butyrate (Aviram, A. et al Int. J. Cancer 56, 906-909, 1994) 
„ MS-27-275 (Saito.A. et al Proc. Natl. Acad. Sci. USA 96, 4592-4597, 19 
99) > CI-994 (Howard, C.T et al Proc. Am. Assoc. Cancer Res. abst #2886, 20 
02) > SAHA (Richon,V.M. et al Proc. Natl. Acad. Sci. USA, 95, 3003-3007, 199 
8) -> CHAP (cyclic hydroxamic acid-containing peptide) (Furumai,R. et al 
Proc. Natl. Acad. Sci. USA, .98, 87-92, 2001) % Valproic acid (Gottlicher, M. 
EMB0 J. 20, 6969-78, 2001) ^ NVP-LAQ824 (Perez, L.B. et al Proc.Am.Asso 
c. Cancer Res. abst #3671, 2002> W002/22577^) & ^Olfc^%ri*HDAC|fi#ft 

=Sr^ri-*ifc* s #§$tL"CV>* 0 Mx-K, FK228 (Nakaj ima, H. et al Exp.Cell R 
es. 241, 126-133,1998) RTTT&V* <DM7Ufc (W002/06307<&#) , T^tf 
■£ti&T7°i"<~73-Vmmfa B^rrtrC : #582001-348340^2^) R 

tf*-tf>*7G# (#H2001-354694^3r$ft) m^m^tfh&o 




[0 0 0 6] 

#^tL"CV^ (Marks.P.A. et al J. Natl. Cancer Inst., 92, 1210-1216, 2000 
> Kim,M.S. et al Nature Med. 7 437-443, 2001) 0 Z tz^r<D%K i> „ Wz.&m 
M> SSMM, fcMlfi (Darkin-Rattray.S.J. et al Proc. Natl. Acad. Sci 
.USA 93, 13143-13147, 1996) ^OMJttttttiJiJ&Ott* • &#H£> tfc^V 
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f-^h>^^i:'<D^Ttt#^14^M<7)?.^-^^ (Steffan,J.S. et al Nat 
ure 413, 739-743, 2001) , £ h Kmttmm^&nZ^? ? -sSAO^mb ( 
Dion, L.D. et al Virology 231, 201-209, 1997) . mxm^^^jhM (Ch 
en, W. Y. et al Proc. Nat 1 . Acad. Sc i . USA 94, 5798-5803, 1997) & if & Jfcffi 

[0 0 0 7] 

wm*±m%. tir2> m&x$> & o m%mB,<D^x-m. & B^^^mBji^^ 
mwM (oa) ~c&>z>-fi t ^ m7<Di&mm^&^T\±mmn&n^^T)vu>^i 

h 1; • ^tt*tU^Ii-^»Bl^m^^«±ilT$^TV^^ (Clos 

e, D.R. Ann. Rheum. Dis. 60 Suppl 3, iii62-67, 2001 N Arner, E.C. Curr.Opin 
•Pharmacol. 2, 322-329, 2002) 0 

[0 0 0 8] 
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[0 0 0 9] 

[0 0 10] 
[0 0 11] 

|§IH$ (Phenylbutyrate^ Pivaloyloxymethyl butyrate> Valproic acid#) » M 
S-27-275, CI-994. FK22SRZT ^r(DM%^ f^v^^f KS^# «fc^A,BS. 

i«E^ft^fflv>TA^t-& i i^tl ^.o Phenylbutyrate, 
Pivaloyloxymethyl butyrate> Valproic acid> MS-27-275^ CI-994^ FK228&Z>* 

z<DM7tfc, rfz/^T-vm&fc ut&m,mx>x) ) ) ) st^o*^** 

HDACHft#flMt«±, 2rfcl<a— JftW^ft, ^Jx.(i\ Yoshida, M. et al J.Biol. Che 
m. 265, 17174-17179, 1990^fBfcO^^o-C^^S!l5^-e§* 0 
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^Aicov^T»±Ji|B^H-cafl5febfcj|t*«r^1-o 
•FK228: 1.1 nM (ICsQ-fil ; Exp. Cell Res. 241, 126-133,1998) 
• ikGVuk : 30nlHc*5V>fjj&85%a# 

•MS-27-275 : 2/iU (ICsoflt ; Proc. Natl. Acad. Sci. USA 96, 4592-4597, 1 
999) 

>&m Ofcrift) : 280/zM (IC 5 offi ; Exp. Cell Res. 241, 126-133,1998) 
•Butyrates Qg&Wt, Phenylbutyrate, etc.) '. vM^r-V~ (Nat. Rev. Drug Di 
scov. 2002 1, 287-299, 2002) 

•Valproic acid: rM^r — V— (Nat. Rev. Drug Di scov. 2002 1, 287-299, 20 
02) 

^mMmwmt Lv>HDACM4t^&N ±fBYoshida^O^^ X 
[0 0 12] 

*o, «bwh. aseaj, a^-t^ai, ash. mm, mm, mi **, 

iH^oa^i^ lBS/ci9^0.001^^500mg 
, t< »i0.01-300mg^aSt?*0, i^*lEi-e**vM±27!FM4iaH^tr 

lEI^^0^0.0001^f>100mg^ Sf£ L<ti0.001~10mg^^T^^ o tK#« 

o 

[0 0 13] 
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n ^v^n tT;Hr;vu-^, t: Kn^ y/n f;v-b;vn-7, 7 * V— h& 
10 0 14] 

mmu mmn, mmmnititmhm, wsm, msm, mmm*^ 

MjM, xf;vr;v3-;voi^!5:T;v3-^, ^vvM-hso Offish 

) ^*&« ioi^^wi, zhK^mtm, mm\, mm), *Am\. 

%im, ScJfrfBW (fllx-if, , »***flfr*JOJ:3&i^»*^^ 

mn&xitmntomtmtmKmmLxwa'tz - 1 i>x%2> 0 

[0 0 15] 



miE# 2003-3077014 



2002-239203 ^ ^-v> : 8/ 



[0 0 1 6] 
[0 0 17] 

Hi^iJi : ^^^^ft^Mi'^^^^nT-^-^ 1 ; (PG) fifefifiHlW© 

(H*e-fefi, 1.0-1. 5kg) «:jiJW*»TT?Sfc?B$*fc^ J^MtiJ 

DTA (0. 25%-lmM ; GIBCO-BRL*±M) ^T37*C. H$PM&90& 1500rpnu 553-e& 
't>^* Lfcfcjft L fcfflUfe * ? ^ 5fc3S <* - (DMEM, GIBC0-BRL*fc»l) 

t?iSfe^L^o *v>t3 9yt-- trA (6.15%; >2f- • -7>A^fAttI) /D 

MEMfc-C37T^ 3~12B#P«igLfc^ Nn>^ r >a7-fH- (lOO^nu Fa 
IconttS) ®iHH:fr£l500rpm, 5^0»iC^«ltc^tt. tt#ffllft*ifcJR$*;fco 
WEWlOlFBSmm-e-tWzffim Ltzfe, DMEM/10%FBS^%^2X lO^cel ls/ml K & & 

) &C200 n l/ft-em^tto 3 0 &Kt&i& * 50 g/ml rr;Vtf > jK<£;£DMEl(/10XFB 
S^* (J^T> r^a>nf>K»*) 200^Hc^u 3fci::2BmJftX*2m 

0«bfco *tf>^ ^^«Mlplfe#Mt^^tt^$l-#El0^Ci/ml^Na2 35 S0 
4**T^n^lf>HWMft200/iHCT3BMJ&«^ UmLtz^ 200/u \<DT* 

tf>SPSMllrC3iaifei£U 200// 1<0T*3/Hf VK*gf«i-ClBIHI^?ftb7to «S 

O^lTomjRU h Y (PackardttS) £fflv\ iftjtfgtttfHBL*: 

c ttitffrfrtt »±* u$:P*g& t ra^ip u vf - ^ -f vagMssjnie £ 100%. w- y >r 
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Ht2] 




fcfcUUA FK228 HSt 



o KjJ 

MS-27-275 Phenyibutyrate Valproio Acid 

(ffi*) jffi**T^^^1-o #HDACffiWfl^&W:. -eoHDAC 





WE 


vGftMmm (%) 




1000 nM 


98 




100 nM 


93 




lOnM 


51 




1 nM 


20 


FK228 


100 nM 


97 




10 nM 


39 


MS-27-275 


10 uM 


t 87 




1 nM 


52 


6&H(Na&) 


3 mM 


93 


0.3 mM 


27 


Phenylbutyrate 


3 mM 


66 




1 mM 


14 




0.3 mM 


-2 


Valproic acid (Na 


3 mM 


79 




1 mM 


46 




0.3 mM 


49 



[0 0 18] 
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tML-1/3 (R&D SystemttK) -OWifcU 48«FWI^OJS#±t»«r20/i 11*^0 JR. 
U (PackardttS) £fflv\ iSdtmtt«rSfH8 b£ 0 flUfrfb-B^ 

f±*!iafcw$& b#» l > iL-i^msn^ * 100%, il-i^d^ * o% t u ftw^-e 







PG#amw(%) 


<t&® A 


30 nM 


61 




3nM 


39 




0.3 nM 


6 


FK228 


30 nM 


97 


MS-27-275 


30 mM 


95 


(Na&) 


SmM 


78 



[0 0 19] 

f56* J: *) Htf g£A%ft#J <0 * * y - - v ^ £ £ < ffl v* <b *tT v> & HfeX* & & (Sp 
irito S.et al, Agents Actions;39, C160-2, 1993) 0 *WW&Xmtl 

[0 0 2 0] 
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mm] 

mz-m^m^zmg^mm, m^-wmw^ hhm;**^ »m^iis^ 
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